We have investigated p53 in HD cell and transgenic (Schilling et al., 1999) , p53 is also elevated ( Figure 1D ). Enhancement of p53 is selective, as kainate, which animal models expressing mHtt as well as HD patient brains. We present evidence for a specific role of p53 causes more neuronal death than mHtt, induces a lesser increase in p53. Postmortem brains of human HD pain the mitochondria-associated cellular dysfunction and behavioral abnormalities of Huntington's disease. tients also manifest substantial p53 increases, with the highest levels in the cases with the most extensive HD pathology ( Figure 1E (Figures 1D and 1E) . For p53 positive control, wt mice received kainate dase is under the control of a TK promoter. NGF-differentiated PC12 cells stably expressing Htt N63 were transfected with 3 g (35 mg/kg i.p.) and were sacrificed after 48 hr. Striatum was dissected and used for immunoblotting. J.C. Troncoso provided huof p53 reporter and 1 g of b-galactosidase after 1 day of Htt induction ( Figure 2A ). 2 g of Htt N171-18Q or N171-82Q, 1.5 g of man cerebral cortical, striatal, and cerebellar tissues (Vonsattel grades 1-4) from HD patients and age-matched controls (three pap53 reporter, and 0.5 g of b-galactosidase were added to the rat primary neurons ( Figure 2B ). The luciferase assay was sensitive tients per grade). All brain tissues were homogenized in RIPA lysis buffer (150 mM NaCl, 1% NP-40, 0.5% sodium deoxycholate, 0.1% enough to detect differences in the 3%-5% transfected primary cortical neurons. To compare the effects of Htt and ataxin-1 on p53 SDS, and 50 mM Tris-Cl, pH 8.0). The homogenate was put on ice for 30 min and centrifuged for 10 min at 15,000 × g. The pellet was transcriptional activity (Figure 2C ), NGF-differentiated normal PC12 cells were transfected with 2 g of Htt N171-18Q, N171-82Q, fullresuspended in RIPA buffer and boiled for 5 min. Samples were centrifuged at 1000 × g for 1 min, and the supernatant was used length Htt with 23Q (FL-23Q), FL-82Q, ataxin-1-2Q, or ataxin-1-82Q 
